The cross product of two independently derived lists 
do not necessarily cover all clusters. 
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FIGURE 1 



Example of Reactant Space for 3-R Group Combinatorial Library 
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FIGURE 2 



Density Map of Rank Order Data fRl vs R21 
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Note: 3 compounds in quadrant 1 (upper left), 3 compounds in quadrant 2 (upper right), 1 
compound in quadrant 3 (lower left), and 1 compound in quadrant 4 (lower right). 



FIGURE 3 



density region using the minimum number of reagents should be selected 

Column Reduced Density Map (R1 vs Re-Mapped R2) 
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Note: 4 compounds in quadrant 1 (upper left), 2 compounds in quadrant 2 (upper right), 2 
compounds in quadrant 3 (lower left), and 0 compound in quadrant 4 (lower right). 



FIGURE 4A 



Column and Row Reduced Density Map ("Re-Mapped Rl vs Re-Manpeded R2) 
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FIGURE 4B 



Frequency Distribution Method 1 (No Plate Optimization) 

Density Map of 886 Clusters Ranked Rl vs Ranked R2 Reactants (substructures) 
Rl contains 84 reactants and R2 contains 72 reactants (First 2 Lists). 
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FIGURE 5A 



Frequency Distribution Method 1 (No Plate Optimization, 2 Lists) 

Plate Frequency (12 x 8) 
Plates are numbered 1-63 Left to Right, Top to Bottom 



Number 


Plate 


Frequency 


Percent 


Clusters 


oi riates 


iNUmOer 


fnnnt 
V_UUIll 


v^u v ci age 




1 


2 


89 


4 r\ r\AKA 
1 U . U4D l 




2 


1 


83 


Q OC7Q 


i 70 

1 f£ 


3 


3 


71 


8 . 0 i 35 


^4o 


4 


10 


67 


7 . 5621 


oiu 


5 


4 


56 


O . O^UO 


ooo 


6 


6 


48 


5 . 41 /O 




7 


1 1 


48 


C >1 -1 7fl 




8 


5 


47 


5.3047 


ouy 


9 


19 


46 


5. 1 91 9 


(tec: 
555 


10 


8 


42 


4 . / 4U4 


/ 


11 


7 


35 


3 .9503 


coo 
oo2 


12 


20 


25 


2 .8217 


05/ 


13 


28 


21 


2 .3702 


o/o 


14 


46 


20 


2 .2573 


098 


15 


9 


18 


2.0316 


71 6 


16 


37 


18 


2 .031 6 


"70vf 


17 


12 


15 


1 .6930 


/ 49 


18 


13 


13 


1 .4673 


762 


19 


21 


11 


1 .2415 


773 


20 


29 


10 


1 .1287 


*r a «a 

783 


21 


15 


9 


1 .0158 


792 


22 


38 


9 


1 .0158 


oul 


23 


24 


8 


0.9029 


0 Art 

809 


24 


16 


7 


0.7901 


81 O 


25 


17 


7 


0 .7901 


o*do 


26 


30 


7 


0 .7901 


Q Ort 
OOU 


27 


55 


6 


0 . 6772 


000 


28 


14 


5 


0.5643 


Q A 4 

84 1 


29 


22 


5 


0.5643 


040 


30 


18 


4 


0.451 5 


850 


31 


31 


4 


0.4515 


O04 


32 


47 


4 


0 . 451 5 


OOO 


33 


26 


3 


0 .OOOO 


OO 1 


34 


33 


3 


0.3386 


864 


35 


35 


3 


0.3386 


867 


36 


36 


3 


0.3386 


870 


37 


56 


3 


0.3386 


873 


38 


25 


2 


0.2257 


875 


39 


27 


2 


0.2257 


877 


40 


32 


2 


0.2257 


879 


41 


60 


2 


0.2257 


881 


42 


23 




0.1129 


882 


43 


40 




0.1129 


883 


44 


41 




0,1129 


884 


45 


44 




0.1129 


885 


46 


45 




0.1129 


886 



FIGURE 5B 



Frequency Distribution Method 1 

Density Map of 886 Clusters Re-Ranked Rl vs Re-Ranked R2 Reactants 
Rl contains 81 reactants and R2 contains 67 reactants (2 Lists). 
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Re- mapped R2 

Ten Most Dense (12 x 8) Plates Cover 636 Clusters 
41 Plates Required to Cover 886 Clusters 



Note: Although the Rl substituent count is 84 and the R2 substituent count is 72 for the 
total of the two lists, because substituent groups can be reselected in Method I, the actual 
number of unique substituents required to cover the 886 clusters is 8 1 for Rl and 67 for 
R2. 



FIGURE 6A 



Frequency Distribution Method 1 (Plate Optimized, 2 Lists) 

Plate Frequency (12 x 8) 
Plates are numbered 1-63 Left to Right, Top to Bottom 
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FIGURE 6B 



Frequency Distribution Method 1 

Density Map of 890 Clusters Re-Ranked Rl vs Re-Ranked R2 Reactants 
Rl contains 84 reactants and R2 contains 67 reactants (3 Lists). 
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Note: Although the Rl substituent count is 92 and the R2 substituent count is 80 for the 
total of the three lists, because substituent groups can be reselected in Method I, the actual 
number of unique substituents required to cover the 890 clusters is 84 for Rl and 67 for 
R2. 



FIGURE 7A 



Frequency Distribution Method 1 (Plate Optimized, 3 Lists) 

Plate Frequency (12 x 8) 
Plates are numbered 1-63 Left to Right, Top to Bottom 
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FIGURE 7B 



Frequency Distribution Method 2 

Density Map of 898 Clusters Re-Ranked Rl vs Re-Ranked R2 Reactants 
Rl contains 123 reactants and R2 contains 100 reactants. 
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FIGURE 8A 



Frequency Distribution Method 2 (Plate Optimized, 6 Lists) 

Plate Frequency (12x8) 
Plates are numbered 1-117 Left to Right, Top to Bottom 
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FIGURE 8B 



Frequency Distribution Method 3 

Density Map of 894 Clusters Re-Ranked Rl vs R e-Ranked R2 Reactants 
Rl contains 96 reactants and R2 contains 78 reactants. 
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FIGURE 9A 



Frequency Distribution Method 3 (Plate Optimized, 3 Lists) 

Plate Frequency (12 x 8) 
Plates are numbered 1-117 Left to Right, Top to Bottom 
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FIGURE 9B 



Plate* 1 LaVOUt (Rl: PhEfi — Cluster ID (size,actives>50%) 
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FIGURE 10A 

Plate" 2 LaVOUt (Rl: 4MoPh) — Ouster ID (size.actives>50%) 
aS®' (^O %0-59 So-69 70-79 80-89 >9Q 
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FIG0EE 10B. 



Plate: 13 Layout (R1: 24MoPh) — auster id (size,actives>5o%) 
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FIGURE 11A 

Plate: 30 Layout (R1: EtAc) — auster id (size,aciives>50%) 
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FIGURE 11B 



Plate: 31 Layout (Rt: Ph) 
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FIGURE 12A 

EtAc) — Cluster ID (sfee,ac8ves> 50%) 
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